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- Cell reprogramming and differentiation method
(iPSC-- > NPC-- > neuron)
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Consortium(ANPDC)

Second internship program of APAC Natural Product Drug Discovery

Tech-transfer items

Cakedd

Hiroaki Nagai

* Macropinocytosis assay for natural product
screening

Phasel: Capability buiding of Thailand researcher for

macro-pinocytosis activator/inhibitor screening

- establish pipeline for detection both activator and
inhibitor features.

- identify best activator conftrol using 26 candidate
compounds

Phase2:Evaluation of natural products (around 3000

cpds) in Thailand (collaborate with ECDD)

- writing proposal for budget request

- setfting platform for compound screening at ECDD

- perform compound libraries

- make decision for further collaboration

Masayo Saito

- Cell reprogramming and differentiation method
(iPSC-- > NPC-- > neuron)

Phasel: Capability building of Thailand researcher
for forebrain cortical neuron differentiation
method (using Shi-method)

- IPS/NPC : maintain and collect frozen stock

- Neurons: maintain and characterization
Phase2:

- use neuron for study in neurodgenerative
diseases (optional)

- collaborate with other teamsin NPDD groups




Second internship program of APAC Natural Product Drug Discovery
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« Cell reprogramming and differentiation method (iPSC-- > NPC-- > neuron)
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Second internship program of APAC Natural Product Drug Discovery
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* Macropinocytosis assay for natural product screening
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* Macropinocytosis assay for natural product screening

DMSO control
Negative control
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Phenotypic screening of natural products for potential use in
Neurology, Oncology area and DDS via macropinocytosis

Collaborative workflow: Phenotypic screening in Thailand 5,‘;
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Phenotypic screening of natural products for potential use in
Neurology, Oncology area and DDS via macropinocytosis

SwiSP
C:&Jlaboraiive workflow: Phenotypic screening in Thailand
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SISP

Phenotypic screening in Thailand: optimization

|
—&7 Phenotypic screening of natural products for potential use in
Neurology, Oncology area and DDS via macropinocytosis
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SISP

B primary screening NA

- total 2588
compounds

- screened 85%
(2192
Compounds)

!

Candidate 8 hit
compounds

!

future confirm with
secondary screening

DMSO control
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Phenotypic screening in Thailand: primary screening
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Phenotypic screening of natural products for potential use in
Neurology, Oncology area and DDS via macropinocytosis
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Phenotypic screening of natural products for potential use in
Neurology, Oncology area and DDS via macropinocytosis

SISP

Phenotypic screening in Thailand: Hit identification

Primary screening of ECDD libraries in cell model for
macropinocytosis activity (2588 compounds)

>70% inhibition or activation,
reproducibility, no interference with incorporate dye

progression
85 % of primary
screening

Secondary screening with dose response analysis

No cytotoxicity effect

No inhibitory or activating effects on receptor-mediated endocytosis or phagocytosis
ldentify hit compound

Characterization assay for elucidation of MOA,
Structure determination and target deconvolution
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Consortium(ANPDC)

Tech-transfer by
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- Macropinocytosis assay for natural product
screening

- Cell reprogramming and differentiation method
(iPSC-- > NPC-- > neuron)
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